Cancer Cytopathology November 2018 In 2015, to address these issues, an international thyroid working group re-evaluated E-FVPTC and its diagnostic criteria. 2 The novel term NIFTP was adopted to replace the term E-FVPTC. In April 2016, as reported in the landmark article by Nikiforov et al, 2 the diagnosis of NIFTP was suggested for those thyroid cases characterized by strict inclusion and exclusion morphologic criteria. The presence of a follicular growth pattern and a lack of any invasive characteristics are of paramount importance for the diagnosis of NIFTP. Because a diagnosis of NIFTP can be made only after the exclusion of invasion, a complete histologic evaluation of the entire tumor capsule and the tumor-parenchymal interface is essential. The detailed histologic criteria, including both major and minor features, were described by the thyroid pathologists participating in the article. 2 Specifically, the major features included the following: 1) encapsulation or clear demarcation; 2) a follicular growth pattern; and 3) nuclear features of PTC, including enlargement, nuclear overlap, elongation, irregular contours, grooves, chromatin clearing, and, uncommonly, intranuclear pseudo-inclusions. The authors also proposed a nuclear scoring system (score range, 1-3) for cases of NIFTP. Minor histomorphologic features of NIFTP included the following: 1) dark colloid, 2) irregularly shaped follicles, 3) intratumoral fibrosis, 4) "sprinkling sign," 5) follicles cleft from stroma, and 6) multinucleated giant cells within follicles. 2 Exclusion criteria were defined as follows: 1) "true papillae > 1%," 2) psammoma bodies, 3) infiltrative borders, 4) tumor necrosis, 5) high mitotic activity, and 6) cellular and architectural features of other PTC variants. 2 Because the diagnosis of NIFTP is based on histologic criteria, including the absence of invasion, the new entity has posed diagnostic issues for the cytologic interpretation of thyroid nodules. [8] [9] [10] [11] [12] [13] [14] [15] Since the initial descrip- 14 have reported similar findings.
A common theme in most studies of NIFTP, including a study by Zhou et al, 16 is the effect of NIFTP on the risk Figure 1 . Cytomorphologic features of an NIFTP case (Papanicolaou stain, smears, original magnification ×200). In both A and B, a fine-needle aspirate of the NIFTP case was classified cytologically as suspicious for follicular neoplasm. The cells were in moderately crowded groups and had enlarged oval nuclei with chromatin pallor and occasional nuclear grooves (nuclear score = 2). NIFTP indicates noninvasive follicular thyroid neoplasm with papillary-like nuclear features.
Cancer Cytopathology November 2018
of malignancy for the different Bethesda categories. [8] [9] [10] [11] [12] [13] [14] [15] [16] The impact of NIFTP on the risk of malignancy of the indeterminate thyroid FNA categories is included in the second edition of the TBSRTC atlas (2017). [8] [9] [10] [11] [12] [13] [14] [15] 17 Several studies have analyzed the cytomorphologic features of NIFTP versus classic PTC and I-FVPTC. 8, 10, 12, 14 Similarly to its histologic counterpart, NIFTP is characterized in FNA samples by a follicular architecture, an absence of papillary structures, and nuclei that are oval, enlarged, pale, and grooved but lacking intranuclear pseudoinclusions 8, 10, 18 (Fig. 1A,B mutations. 21 On the basis of findings such as these, it was evident that a re-review of the histologic criteria for NIFTP with a particular focus on the presence of the <1% papillary structure criterion might be warranted.
To address these issues, a subset of the working group recently proposed a set of revisions to the diagnostic morphologic criteria for NIFTP (Table 1) .
It is anticipated that the proposed revisions could have implications for the cytologic evaluation of thyroid nodules ( Table 1) . Aspects of the revisions with a potential impact on thyroid FNA include the following: 
2.
The presence of florid, pronounced nuclear features of PTC (nuclear score = 3) would tend to favor a diagnostic classification of SM (or, in some cases, malignancy) rather than suspicious for follicular neoplasm (SFN). The histologic implications of a nuclear score of 3 is that in addition to an evaluation of the entire capsule, the entire lesion should be assessed histologically. In contrast, moderately atypical nuclei (nuclear score = 2) are more frequently associated with NIFTP and would more likely be classified cytologically as SFN and/or AUS/FLUS. According to Strickland et al, 12 the detection of a nuclear score of 3 and nuclear pseudo-inclusions would be strongly supportive of an SM or malignant cytologic classification. In addition, another recommendation in the proposed revisions is that molecular testing should be considered for nodules with a nuclear score of 3. This might also apply to FNA specimens. The accurate interpretation of nuclear features might be enhanced by an increased role of molecular testing for FNA cases classified as SM to distinguish potential NIFTP from classic PTC. Cancer Cytopathology November 2018
3.
In conclusion, the histologic diagnosis of NIFTP should be made with strict adherence to the designated criteria of inclusion and exclusion. 2 Recently proposed revisions of these diagnostic criteria should help to preserve the suggested low biologic potential of NIFTP. The proposed revisions may also have implications for the cytologic testing and classification of thyroid nodules when NIFTP is included in the differential diagnosis.
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